
Bristol-Myers Squibb
FacFvtical -&search InstitutePhav, ,i

Re: Docket No. 980-0077, CDER 98 182: Draft Guidance for Industry; Clinical
Development.Programs for Drugs, Devices, and Biological Products Intended for the
Treatment of Osteoarthritis (OA)

Dear  Sir/Madam: ;.?

References  is made to FDA’s issuance of draft Guidance. for Indusuy;  Clinical
Development Programs for Drugs, Devices, and Biological Products Intended for the
Treatment of OSteW$bitis  (OA)m(F’deraZ Regi.&r~Voi’k;l’:  Doe.;  9&18031, July-U,
1999). This notice requested that written comments or suggestions be submitted to FDA-
within 60 days of publication. The purpose of this letter is to provide comments on this
draft guidance document.

Bristol-Myers Squibb is a diversified worldwide health and personal care company with
principal businesses in pharmaceuticals, consumer medicines, beauty care, nutritionals
and medical devices. We are a leading company in the development of innovative
therapies for cardiovascular, metabolic, oncology, infectious diseases, neurological
disorders, and joint replacements.

The Bristol-Myers Squibb Pharmaceutical Reqearch  Institute (PRI) is a global research
and development organization that employs more than 4,300 scientists worldwide. PRI
scientists are dedicated to discovering and developing best in class, innovative,

therapeutic and preventive agents, with a focus on ten therapeutic areas of significant
medical need. Currently, the PRI pipeline comprises more than 50 compounds under
active development. In 1998, pharmaceutical research and development spendmg totaled
$1.4 billion.
Guidance.

For these reasons, we~tire  very interested~in  commenting.on this proposed
; _ _ _ .;.. .--7

Bristol-Myers Squibb is supportive of the FDA initiative to draft clinical- guidf2w1ce  for
development of products for treatment of osteo&&&?s  (Ok). We have reviewed the’ ““:‘-  .-
draft guidance. Our comments and suggestions are listed below, with reference to the
section numbers of the draft guidance.
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II. Use of Preclinical Models

, , nr PIei:  _1_. L DL’  f ., a $‘,‘” 8;
;ecomend$&-for paial[&l  assessm;hi of therapeutic ac~~+&~~~~~~~~  3

toxicity appears impractical given thk differences in’ study ‘~~~pc&its’
and the range of doses investigated. We als&ote that toxicolow
models are ;ypically  selected because of the broad historical’ ’ -“-
background data available dn the species and/or strain  being used and
rarelv  would be the same as nharmacodvnamic models-used to -

IV. Osteoarthritis Measurements; Structure

l Radiographic (x-ray) evaluation remains a limited tool to measure
structural changes in the joint, due to difficulties both in standtidizing
patient position and interpreting OA progression based on an image
from a single plane, Therefore, the measurement of joint-space-
narrowing (JSN) via x-rays provides only limited value and may not
reflect the complicated biological processes involved in the

i?
- -,--.-_  -

progression of osteoarthritis. We recommcund~tiat  the guidance be
expanded to encourage the development and the use of better tools @at
reflect all elemEts  of the j0i.m involved-in the anatomical ..~--.-
deterioratio.n,.The  guidance should note the utility of emerging MRI
technology and its promise in measmg~ structural change KjointS:“~ _
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l Therequirement  for a mini,mum  reduction of 50% in structural
progression vs. control is extreme,, .V?e recommend that the guidance
specify a smaller reduction (egl 30%)  if shown to be clinically
meamngful as determined by id~q’b&e’and  well-controlled clinical
investigation.

1. .j ,.qi.  ,

l The-draft guidance suggests that a claim for the “prevention of the ”
occurrence of OA” using symptomatic and radiographic criteria in new
joints in patients with OA or in individuals at risk to develop OA is
possible. We- agree there- will likely be challenges in resolving
assessment issues for designs capable of properly validating this claim,
and in defining the term “new OA.” Despite these challenges, BMS is
in favor of further discussions between FDA, industry, and academic
investigators to address these issues and to develop more definitive
guidelines surrounding this claim.

i:

VI. Trial Designs and Analyses
-_ _,-- j- .-

c The~draB guidance correctly ~ide.ntifies  the need to adjust the p-value
used for the primary and ~secondary $$yses  when-multiplicity isW“-~- ‘-
present. This may be due:tomuItiple  a&nary variables/endpoints,-- i~...;i..l.a..r_ ‘+ ..az<i’:.  i. .+-,. ~‘.,Z~~..~  2 _a>-  7,~1 ,’ .*,+.-x.  -. -. .._.. ._
multiple comp&isons of treatments, repeated evahtatton over time, ~ ++:
ad/or  inter& &yses, -& ~~$<$~$~$@f~“@&&$  &j+i&j, {be 1. ,,:: i--1 ..,. T

I _.:m?Tr,,  ,:. ,+‘,
; ICH43 guidelinesnote  that’~~_e~~~t~~n~~r~~~~~~~~~~  among ‘6k: ..= e _

proposed primary variables shot&l  l$&sidered iu evaluating the
impact of Type-I error, Therefore, if the purpose of the trial is to l:.-.Jjli.,  L

demonstrate effects on aJ primary variables, there is no need for
adjustment of the Type-I error.
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VII.

The draft guidance identifies the iossibility of a “categorical rating

rating & Oki s A.* s%ewww~*.wY*~ A I.we recom~~r;d’  ieg $;  .;ui~&ce’l;e; Lhtigeii  to note

current efforts in this regard and to encourage the use ~of validated”*“  ” “ ”
rating methods.

’l As noted in comments above, MRI imaging techniques hold the
promise of identifying the effect of a product on the complete signal
joint.

-- _ - - - _. _
We recommend that FDA assemble a joint government/

.-_.. . =. _

academia/industry panel including statisticians to identify a credible
index of joint structure to be used to measure and analyze structural i
change. t

Assembling the Evidence
,, ~, _s_ _. .j,i  . .-

l If the recommendation~of  the Arthritis Advisory Committee.  is, .,:;~i’.;.:.,;mS’;.,  ._
accepted and the guidance is changed’to ‘identify2separXte’  OAcl&%“’~~~ I.. wIyLLIL.y___./,  ,,*
in hipki-ree,  hand, md spine, the test &this section ‘s&$&l clgi;ifi;‘%%---k”  .~ -T- _-~~
‘eviden~required  to strip% subgequent  claims rn ov1...,.**  .“‘*“‘, .-,
-We-reconimeind  that these-claims  be$&$oved on the basrs ofasin$l~*‘~  .’ :+ 4 ~axnl**rrPu”rl.*r\  ..<F 1
trial, as the product’s mechanism bf.acoon  .was  v~l&&din the _ ~ .._~,-l_.l  ,~ . .._ “_- ..-;  .“; -~ ____- -_ -
adequate and well-controlled ckic6&k@~ie~) supporting the mitral
c l a i m .

- --~-.--  -:---;I--. - -- - ..--..T..I-z...  . ..-_-- --y.T~~*.,.,--r-.. - ..&ll-.;-i  . .._.






